Background: To calculate the genetic impact of the "HLA-B27" allele on the risk of Behcet's disease (BD) progression using a systematic review and meta-analysis on case control papers.
Introduction
Behcet's disease (BD) is a recurrent inflammatory disease characterized by four main symptoms, including recurrent oral ulcers, genital ulcers, skin lesions and uveitis [1, 2] . BD has been spread worldwide; however, it is observed more commonly along the Silk Road [3] . The etiology and pathogenesis of BD is unknown [2, 4] . However, environmental and genetic factors are important agents in the development of the disease [2, 3] . Complex HLA/MHC is a genetic region with a biologically important action that is strongly associated with autoimmune diseases such as BD, ankylosing spondylitis (AS) and reactive arthritis [3, 4] . Although MHC class I specially "HLA-B5/B51" have the strongest associations with BD; data about "HLA-B27"are conflicting and may increase susceptibility to BD [2, 5, 6] . HLA-B27" is one of the attractive issues in medicine that play an important role in the pathogenesis of diseases like seronegative spondyloarthropathies and have a protective role in some infections [2, 7] . The frequency of "HLA-B27" varies among populations which may be the result of genetic and environmental factors [8, 9] . Furthermore, linkages between HLA-B alleles with other MHC and non-MHC genes could alter the penetration and clinical expression of the disease [7, 10] . Although these antigens are not as diagnostic criteria but are used for the conforming of diagnosis and the assessment of complications [10] . We conducted a systemic review and meta-analysis on casecontrol articles in order to the evolution of Behcet disease-gene association with the goal calculating the risk increase for BD progression related to "HLA-B27" and comparing among across the continents.
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Statistical analysis
Odds ratio (OR) with 95% confidence interval (95% CI) were measured for all studies. Data were based on pooled to compare the frequency of "HLA-B27" between BD cases and controls using a random effect model of meta-analysis. Heterogeneity between studies was measured using Cochran's Q and I 2 tests to determinate the percentage of changes among studies using the software CMA v.2.0.
To survey of publication bias Funnel plot analysis was used for investigating the publication bias. Moreover, publication bias was evaluated using the Egger's test. The results of the metaanalysis were presented as forest plots. All statistical tests were 2-tailed and a p-value lesser 0.05 was considered statistically significant. Endnote X5 was used to classify the data, review the titles and abstracts, as well as identify duplicated studies.
Ethics statement
The protocol of the study was approved by the Ethics Committee of Tabriz University of Medical Sciences and all data were kept without stating the patients' names and addresses.
Results
The flow chart of systematic review is shown in Fig. 1 . A total of 495 papers, 126 papers were 7 excluded as duplication, 305 papers were excluded after reviewing titles and abstracts, and 42 papers dies after reviewing full texts. A final total of 22 articles met the inclusion criteria for the meta-analysis that the characteristics of papers [2, 4, 5, 10, [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] are shown in Table 1 .
The final data contained a total of 3939 cases and 6077 controls with a larger sample size for Xavier et al. from Iran [21] . Furthermore, a higher case and control populations related to the Middle East and a higher ratio control than case population related to the Europe. The pooled OR for BD susceptibility was 1.55 (95% CI 1.01-2.38) with significant difference (P = 0.04) that the results are shown in Fig. 2 . In most areas, the pooled ORs for HLA-B27-positive to progress BD were > 1 through the countries. Comparison among continents illustrated that Europe had higher the pooled OR of "HLA-B27" than Africa, Middle East and Far East. The pooled OR was more than one for all continents exception the Far East ( Table 2) .
The between-study heterogeneity was moderate (Total I 2 = 66.97%), so the Random-Effect Model was the selected method for statistical analysis at this study.
The tests with P50% stated significant heterogeneity. A funnel plot was used to detect publication bias in metaanalyses had a slightly asymmetric shape and Egger's test (t-value = 0.006, df = 20, P-value = 0.99)) was not statistically significant (Fig. 3) . In addition, Meta-regression was performed based on year of publication. The results of Metaregression showed that the slope of the regression line was not significant. Such that with an increase of 1 year, 0.012 units decreases the log odds ratio for the incidence of the disease (β = − 0.012, sd = 0.015, P-value = 0.44) (Fig. 4) .
Discussion
The pooled estimates of this meta-analysis of 3939 cases and 6077 controls indicate that the risk of "HLA-B27" for BD progression is increased by a factor of 1.55. In current study, 22 articles were included in a meta-analysis in order to assess the association between "HLA-B27" frequency and BD. To the best of our knowledge, this study is the first meta-analysis study which compare the frequency of "HLA-B27" in BD patient and healthy individuals. Previous studies have been performed on "HLA-B51/B5" which has been known as the strongest association in BD [22, 30] with an odds ratio of 5.78 in carriers than non-carriers [2] . However, recent studies showed new susceptibility genes in the rest regions of the HLA class I and numerous non-HLA genes for BD [20, 31, 32] . This study has been conducted regarding to the role other genes and it seems that there is a correlation between BD and "HLA-B27"; however, this correlation is weak in comparison with "HLA-B51/B5". Behcet's disease is a type auto inflammatory disorder and numerous genetic and environmental factors rising interest to develop BD [3, 33] . Mc Gonagle et al. revealed that BD, psoriasis, psoriatic arthritis (PsA) and spondyloarthropathies (SpAs) can be considered to have a strongly shared immunopathogenetic basis [34] . All these diseases clinically overlapping together and associated with MHC class I (MHC-I) alleles such as "HLA-B51", "HLA-B5", "HLA-B27"and HLA-C0602, although these connections are stronger in some diseases [20, 21] .
However, other class 1 alleles are also expected to be involved. Indeed, the risk of the HLA-B27 allele appears to be shared in all SpA and Behcet's disease groups [20, 31] .
In another study, Gül has stated that, despite the strong relationship of HLA-B51 with BD, there is a controversy about this relationship because of role of the other variants of MHC class I [35, 36] . In another comprehensive review has been emphasized on the role of other class 1 alleles in BD based on the results of recent studies [35] . Indeed, it seems that the role of "HLA-B51" on BD is unclear whether "HLA-B51" gene is BD susceptibility itself or other genes are effective in the disease [35, 36] . Therefore, this meta-analysis was conducted to gain information concerning relationship between BD and the HLA-B27 allele. As BD is a chronic and relapsing vasculitis, with involvement several body systems and significant morbidity and mortality [37] a comprehensive disease management is necessary to prevent or minimize the effects of the disease [3, 32] . On the other hand, due to progression in knowledge the pathogenesis of BD, and introduction immunologic agents as risk factors [3] , a good management could perform according to pathogenesis of BD [3] . For instance, in patients with BD due to the lack of diagnostic pathognomonic laboratory tests, disease identified according to clinical criteria [32] . It is expected that these factors could be used as diagnostic criteria in the future. As a consequence, on time diagnosis, appropriate treatments and good fallow up could reduce morbidity and mortality or improve patient outcomes [32] . In subgroup analysis, the higher pooled OR related to of European, followed by African and Middle East population. In the Far East, "HLA-B27" was a protective factor for developing BD.
Ultimately, according to the result this study, the chance for "HLA-B27" to develop BD differ among different countries or geographical areas with an increasing rate from East to West. In general, the result of numerous studies shows the difference in HLA-B27 distribution and its subtypes between population groups in worldwide [38] [39] [40] ranging from about 0% in Australian Aborigines, rare in the American black [8] , 0.1-0.5% in Japanese, 2-9% in Chinese, 4% in North Africans and 8% in Caucasians [8, 38] . These differences are influenced by several factors such as ethnicity, geographic alterations, interaction with other genes, connection alleles with some forms of diseases, and environmental agent.
Moreover, migration from Asia to Europa or genetic drift and bottleneck effect, especially at the Middle East could express these changes [39] . In a study, Akassou was implied to relationship the HLA-B27 with high concentrations of testosterone in men [41] . In another study, Reveille JD in US observed a significantly higher odds for "HLA-B27" in younger than older adults [9] . Interaction between the HLA-B27 and foreign agents, such as human immunodeficiency virus (HIV), hepatitis C, Klebsiella, Shigella and Salmonella has been reported in a number of studies [9, 42] . In another study, Shimizu et al. reported the changes of microbes in the intestines of BD-patients with perdominity of Actinobacteria and Lactobacillus species following the stimulation of T helper 17 (Th17) cells [42] .
Gene association studies displaying interaction of "HLA-B27" with ERAP1, ERAP2 and HLA-B60 genes [8, 43] . Also, the antigen of β2-GPI which lead to the presence of antiphospholipid antibodies has been considered in the development of autoimmune diseases [44] .
It was clear that the accurate diagnosis of disease, improvement in the detection of pathogenic mutations in DNA and increased number of reports were going to have effect on the distribution of the "HLA-B27".
Strength and limitation
The advantage of the present study was the use of pooled OR for analysis and, comparison "HLA-B27" frequency between BD patients and controls for the first time.
This study was limited by incomplete information that prevented subgroup analysis for sex and age. Analysis of pooled OR for "HLA-B27"in subsets of BD or independent of HLA-B51/B5 is 10 recommended. As "HLA-B51"is the strongest associated with BD in 
Conclusion
Previous studies have been established the efficacy of HLA class I gens especially "HLA-B51" on BD. Based on the results of this study, the relationship between disease and "HLA-B27" could be explained. On the other hand, this study consider the impression of other HLA-B alleles ("HLA-B27") on the risk of BD and the reinforcement of hypothesis Behcet disease-gene association. Fluctuations in risk ratios were explained due to the interconnection between environmental and genetic factors with "HLA-B27". Future research should be conducted into the more evaluation of "HLA-B27" in BD, independent or concomitance of other agents, assessment the relationship this gene with clinical presentations and detection application these alleles in the management of disease.
